A 58-year-old man with metastatic clear cell renal cell carcinoma on sunitinib therapy, who previously failed on sorafenib, was found to have progression of multiple hepatic metastases; he was on a standard sunitinib dose of 50 mg/day (4 weeks on, 2 weeks off). Due to the unavailability of alternative therapies, a sunitinib dose escalation of 50 mg/day was attempted. After one 6-week cycle of continuously dosed sunitinib 50 mg, the hepatic lesions regressed. After the second cycle, virtual disappearance of the lesions was recorded. There was no added toxicity. These findings suggest that sunitinib dose escalation to 50 mg/day using continuous daily administration dosing might represent a valid, effective and well-tolerated therapeutic option in patients who progress on standard sunitinib therapy.
A standard sunitinib dose of 50 mg/day (4 weeks on, 2 weeks off) was initiated in a 58-year-old male with metastatic clear cell renal cell carcinoma (lung, liver and retroperitoneal metastases), after rapid disease progression and impending respiratory distress while on sorafenib therapy. Based on the impressive response to sunitinib therapy, a cytonephrectomy was performed 18 months after starting sunitinib. Computed tomography (CT) scans of the abdomen and chest revealed virtually complete resolution of all metastatic lesions (Fig. 1) . However, after 24 months of sustained response to standard sunitinib therapy 50 mg/day (4 weeks on, 2 weeks off), CT scans revealed disease progression in the form of multiple hepatic metastases (Fig. 2) . The absence of side effects related to sunitinib was also recorded.
Due to the unavailability of alternative treatment regimens and the absence of systemic and hematologic toxicity to the standard sunitinib dose of 50 mg/day (4 weeks on, 2 weeks off), sunitinib dosage of 50 mg/day was administered without the 2-week rest period. After one 6-week cycle of therapy, a significant decrease in the size and number of hepatic metastases was noted (Fig. 2) . After the second cycle of continuous dosing of 50 mg/day, a near-complete disappearance of the lesions was seen. No increase in systemic or hematologic toxicity was recorded.
Discussion
Sunitinib represents the established first-line therapy for patients with locally advanced or metastatic renal cell carcinoma. 1 Sunitinib is also effective as second-line therapy after sorafenib failure. 2, 3, 4 In the current report, we present a case of a patient with an initial long-term (24 months) and virtually complete response to sunitinib therapy after sorafenib failure. The case is unique because the patient experienced an impressive and extremely rapid response to sunitinib dose escalation to 50 mg/day delivered in continuous daily administration form, as opposed to the conventional dose of 50 mg/day for 4 of 6 weeks dosing on which the patient had a disease relapse. The impressive efficacy of continuously dosed daily sunitinib of 50 mg is even more noteworthy given the lengthy (24 months) previous response to this molecule. Therefore, dose escalation from standard sunitinib dose of 50 mg/day administered for 4 weeks with a rest period of 2 weeks to 50 mg/day continuous dosing may represent a valid alternative to treatment discontinuation with the intent of using a subsequent line therapy. Dose escalation may be particularly important, when the patient has already failed more than one treatment and few therapeutic options remain. Our report also indicates that at least in select patients, dose escalation may be well-tolerated and will not invariably increase the number or the severity of side effects. Our findings are consistent with the reports by Amato and colleagues, which demonstrate increased efficacy of dose-escalated sorafenib versus conventional dosing. 5, 6 In this particular case, the patient experienced no additional toxicities, such as fatigue, skin reaction, hypertension, diarrhea or other commonly experienced side effects of sunitinib. However, this is not always the case. Some patients may experience grades I or II toxicity, while others 
Conclusion
Our findings indicate that sunitinib may demonstrate efficacy if its dose is escalated from the standard dosing of 50 mg/ day for 4 weeks followed by a 2-week rest period to 50 mg/day administered continuously, after disease progression. It remains to be seen what proportion of sunitinib progressors will respond to sunitinib dose escalation and what proportion of patients tolerant to standard sunitinib dose will develop toxicity with sunitinib dose escalation. 
